-261 -ZAKI-4 belongs to a family of proteins functioning as calcineurin regulators ZAKI-4 gene was originally identified by us as a thyroid hormone (TH) responsive gene which locates on human chromosome 6[1]. We later found that three transcripts, α, β1 and β2, were generated by the single ZAKI-4 gene through differential splicing, and the expression of only α isoform is upregulated by TH [2]. The β1 and β2 isoforms encode the same protein product ZAKI-4β, which shares the common carboxyl terminal region with ZAKI-4α. Both ZAKI-4α and β belong to a family of small structurally related proteins which bind to, and down-regulate the activity of calcineurin (protein phosphatase 2B) [3,4]. In human other two proteins are also included in this family, DSCR1 and DSCR1L2.
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Recently the proteins of this family are attracting more attention since they are likely to have important functions through regulating calcineurin activity which is fundamental to so many biological processes. It was thus proposed to rename the family as RCAN (regulators of calcineurin) and their protein products as RCANs.
ZAKI-4α and calcineurin are colocalized in the brain
As we previously reported both ZAKI-4α and β bind and inhibit calcineurin activity through the common carboxyl We demonstrated that ZAKI-4 gene is widely expressed in neurons throughout the rat brain by in situ hybridization using a probe common to α and β [9] . Furthermore, its expression was positively regulated by thyroid hormone in certain brain areas [9] . Developmentally, its expression was detected on embryonic day 18 and increased gradually reaching a plateau at postnatal day 7. As shown in Table   1 Other genes except for ZAKI-4α could also be regulated by the novel non-genomic action of TH 
Conclusions and prospects
TR is one of the nuclear steroid hormone receptors, which also includes estrogen receptor, glucocorticoid receptor, progesterone receptor, retinoic acid receptor and Evidence for two "hot spot" regions of the ligand
